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25. (Cancelled) 

i 
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30. (Cancelled) 
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32. (Cancelled) 

33. (Currently amended) A method for assessing a compound's ability to 
specifically inhibit JNK kinase activity in a mammal susceptible to or having a 
neurological condition, comprising: I 

(a) incubating said compound in the presence of about 0.5 pg to obout 2 pg 
of purified JNK and obout 1 pg to about 3 pg of a JNK substrate, under conditions 
sufficient for kinase activity; 

i 

(b) determining the presence or amount of a phosphorylated pNK substrate^ 
wherein a change in the presence or amount of phosohorvlated JNK substrate, when 
compared to incubating isolated JNK with the JNK substrate absent the comp ound. I? 
indicative of the compound's ability to inhibit the JNK kinase activity!; 

(c) contacting the compound having an ability to inhib it JNK activity with 



neuronal cells transfected with a mutated protein or treated with a neurotoxin to 
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induce anoptoslc , ^-pin the mutated protein com prise. potyglutgmjpe stre tch, 
py panHed hunting nr r-termlnal 100 amino 3Cids nf amyloid precursor P rote|p; 

f H> ro aring the occ ^rpnre of apontosis in the neuronal gells in the 
prpgpnce of the mm pnund wit h the nrmrrencP of apoptosis jn the neuronal cells in 
rhe ahsence of thp romnound r wherein the compound hgvin n *n gritty to inhibit the 
ink activity h** rhP ability t o nrevent neuronal ceii death whop the occurrence of 
apn ptosis in th» neuronal c ells in the presence of the cpm p pund i<? leg? than the 
occurrence of aoootosls in the neuron al cells in the absence of the compound; 

(ej£e) administering to an animal said compound under conditions sufficient 
to allow for proper pharmacodynamic absorption and distribution thereof in the 
animal; 

£0(3) harvesting a neuronal tissue sample from the animal and 
£g)fe} determining apoptosis in the tissue sample; 

(h)ffi correlating the results of steps £d}<fe) and £g}{e} wherein a decrease in 
apoptosis in the neuronal tissue sample, when compared to apoptosis in a neuronal 
tissue sample from an animal not administered the compound, as determined in step 
(q)fei, and wherein the occurrence of apoptosi s in the neuronal cells in the presence 
of the compound is less than the occurren c e of apoptosis in the neuronal cells jp the 
absence of the compound a decrease in the presence or amount of tho 
phoophorylDtGd JNK substrate, when compared to incubating JNK with the JNK 
substrate absent the compound , as determined in step £d}<te}, taken together, 
correlate to the compound's ability to specifically inhibit JNK kinase activity In a 
mammal susceptible to or having a neurological condition. j 

34. (Original) The method of claim 33, wherein JNK is JNK1, JNK2 or JNK3, or 
combinations thereof- 
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39. (Cancelled) j 

40. (Cancelled) 

41. (Cancelled) 

42. (Cancelled) 

i 

43. (Cancelled) I 

44. (Currently Amended) The method of claim 33, wherein apoptosis in step 

determined using a TUNEL assay. 

45. (Currently Amended) The method of claim 33, wherein apoptojsis in step 
Lam «s 

determined by administration of y- 32 P-ATP to the animal and detecting the amount of 
phosphorylated c-Oun in the neuronal tissue sample. 

46. (Currently Amended) The method of claim 33, wherein apoptosis In step 
IflXe* is 

determined by Hoeichst 33342 staining. 

47. (Previously Presented) The method of claim 33, wherein the JNK substrate of 
step (a) includes c-Jun and a phosphate donor. 



MEl 6634932V.1 



PAGE 7/10 * RCVD AT 8/9/2007 5:04:01 PM [Eastern Daylight Time] * SVR:USPTO-EFXRJ=-1/10 * DNIS:2738300 - CSID:3029846399 * DURATION (mm-ss):03-58 



